. Expected and observed numbers of 8-week-old offspring with specified Trib1 genotypes. (A) The Trib1 'KO-first' targeting construct contains elements to produce a full-body Trib1 deletion-null allele (tma1). No offspring with a tma1/tma1 genotype were identified from this cross involving two heterozygote parents. (B) The expected numbers of mice with each of the three theoretical genotypes (i.e. homozygous WT (+/+), heterozygous (+/tm1c) and homozygous (tm1c/tm1c) from crossing two heterozygote parents were obtained. (C) Homozygous conditional-ready (i.e. floxed) Trib1 null mice (i.e. tm1c/tm1c) were crossed with the heterozygous universal-Cre-recombinase mouse strain B6.Cg-Tg(UBC-cre/ERT2)1Ejb/J. N.B the fewer than expected mice homozygous for Tm1d-null Trib1 allele. (D) Genotype distribution of offspring with the (tma1) Trib1 deletion null allele on a mixed genetic (C57BL/6 x 129S9) background. (E) Representative gating strategy showing SSC-A and FSC-A plots of specified cell populations from blood and bone marrow (F) from 10-14 week old Trib1 mWT and Trib1 mTg mice (n=4). Live/dead cell discrimination was determined by Zombie NIR amine-reactive dye staining. CD11b + cells were subdivided based on their expression of Ly6C (Y axis) and Ly6G (X-axis). Arrows indicate the fate of specific cell populations. (G) TRIB1-GFP expressing cells in CD11b + Ly6C + Ly6G -(top left quadrants of (f)) and CD11b + Ly6C -Ly6G + (bottom right quadrants of (f). (H, I) Quantification of GFP-positive cells within CD11b + Ly6C + Ly6Gand CD11b + Ly6C -Ly6G + populations of blood and bone marrow cells (n=4, mean ± SEM).
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Fig. S2
. Trib1 mKO and Trib1 mTg mice have normal tissue anatomy and F4/80 + macrophage numbers. (A) Representative H&E staining of adipose tissue (visceral) crosssections from 10-week old specified mice fed on chow diet. Middle panel, mean adipocyte area of samples (n=3-7, mean ± SEM); Left panel, F4/80+ macrophages contents of adipose tissue samples from specified mice (n=3-7, mean ± SEM). (B) Representative H&E staining of liver cross-sections and levels of F4/80+ macrophages in the liver (n=3-9, mean ± SEM); Scale, 20μm. (C) Representative IF staining of spleens from Trib1 mKO , Trib1 mWT and Trib1 mTg mice stained with F4/80 (red, left panels) and CD206 (green, right panels). Dotted lines indicate outlines of red and white splenic pulp. Scale: 50μm. ns: non-significant. Table S3 . The most significantly altered pathways in TRIB1 High versus TRIB1 Low macrophages.
Results of Quantitative Set Analysis of Gene Expression (Qusage version 2.2.2) analysis comparing gene expression values of genes assigned to the specified Reactome Pathways in TRIB1 High versus TRIB1 Low samples in CTS dataset. Ranking of Reactome pathways (version 4.0) according to MDM transcriptome. Increased (above dotted line) and reduced average RNA levels of gene set assigned to specified REACTOME Pathway. Pathways highlighted in Green are significantly altered in both cell types; lipid-metabolism associated pathways (only altered in macrophages are highlighted in Red). 357 (MDM) and 332 (monocytes) ranked pathways were returned with P values < 0.05. 
